Introduction
Since its inception two decades ago (in 1996, [1] ), the ultra high-risk (hereafter UHR) state for psychosis quickly became increasingly influential in the field of psychiatry. The UHR state is defined on the basis of three inclusion criteria which have been validated internationally [2] : attenuated psychotic symptoms (APS), brief and limited intermittent psychotic symptoms (BLIPS) and genetic risk and deterioration syndrome (GRD) [3] . This has led to specialist UHR care provision being recognized as an important component of clinical services for early psychosis intervention [4, 5] (e.g. NICE guidelines [6] ; recent NHS England Access and Waiting Time [AWT] standard [4] , DSM-5 diagnostic manual) [7] . Accumulating evidence has confirmed that help-seeking individuals meeting UHR criteria have an enhanced risk of developing psychotic disorders -mostly schizophrenia spectrum disorders [8] -within a relatively short period of time. The transition to psychosis in UHR individuals is most likely to occur within the first 2 years after presentation to clinical services, with 25% of transitions occurring by 106 days and 50% by 240 days [9, 10] . The risk of transition to psychosis accumulates to 29% (95% CI, 23-36) at 2 years [11] . After this phase, the speed of psychosis progression tends to plateau from the third year, reaching approximately 35% after 10 years [11] . This risk is significantly higher than the risk of psychosis of 0.0317 per 100 person-years (95% CI: 0.025-0.041) [12] observed in the general population. Consequently, UHR individuals have a 2-year relative risk (RR) for developing psychosis of 460, as compared to the general population (29%/0.063%). The risk is higher even when restricting the comparison to UHR subjects meeting only attenuated psychosis symptoms (APS) criteria, which have a 2-year risk of transition of 0.16 (95% CI 0.13-0.19 [3] , RR = 254). There is also converging evidence suggesting that the APS and the BLIPS subgroups of the UHR show an increased risk of psychosis as compared to subjects seeking help at clinical services but not meeting UHR criteria (i.e. UHRÀ) [3] . Conversely, there is no evidence indicating that UHR individuals are at risk of developing other non-psychotic disorders. Although a substantial proportion those not developing psychosis would present with persistent symptoms or associated comorbid disorders [13] , the vast majority of these problems had already been present at baseline [14, 15] . Furthermore, understanding whether the UHR status delineates specific risk for developing non-psychotic mental disorders necessarily relies upon the comparing of incident rates of non-psychotic mental disorders in UHR versus a control group not at risk for psychosis. The only available study confirmed that, compared to a control group, UHR individuals are not at higher risk of developing non-psychotic mental disorders [16] .
The risk factors accounting for such substantial risk accumulation (RR = 460) are undetermined. The most validated model to understand the aetiology of psychosis is based on genetic and environmental risk factors and their interaction [17] , likely involving epigenetic mechanisms [18] . Because UHR individuals are at enhanced risk of psychosis but not of non-psychotic disorders, the current review focus on risk factors for psychosis that have been widely established in the available literature. According to these premises, UHR individuals are likely to show a heightened vulnerability because of accumulating genetic and/or environmental risk factors for psychosis. Indeed, several original studies have investigated the association of established risk factors for psychosis and the UHR state. However, the findings are sparse and often conflicting. For example, some studies showed that UHR individuals have been more exposed to traumatic events than controls [19, 20] , while others found no differences [21] .
To address these inconsistencies and to improve current knowledge of risk enrichment in the UHR state, this systematic review investigates the association of established genetic and environmental risk factors for psychosis and the UHR state. We first test the hypothesis that these risk factors are more likely to affect UHR individuals, compared to control groups, accounting for increased vulnerability to psychosis observed in these samples, compared to controls (RR = 460). We then investigate the specific impact of each risk factor by providing a quantitative analysis of the strength of the association between specific risk factors for psychosis and the UHR state.
Materials and methods

Search strategy
Two independent investigators (SDS, MT) conducted two-step literature searches. First, the Web of Knowledge SM database was searched, incorporating both the Web of Science SM and Medline
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. The search was extended until 1st of June 2016, including English language abstracts only. The electronic database searches used several combinations of the search terms ''UHR'', ''psychosis risk'', ''ultra high risk'', ''at risk mental state'', ''subclinic* psychosis'', ''earl* psychosis'', ''prodrom* psychosis'', ''psychosis onset'', with specific keywords relating to the type of the diverse risk factors of interest (eTable 1), and refined by the topic ''research'' in the Web of Knowledge SM database. Second, a manual search of the reference lists of retrieved articles was performed. The abstracts of the articles identified through these two steps were then screened in relation to the selection criteria.
The full text of the remaining articles were then assessed for eligibility, following the MOOSE checklist (eTable 2) [22] . [23] [24] [25] ; inclusion of a comparison group of controls (healthy or UHRÀ or local general population); cohort studies and case-control studies (in line with previous meta-analyses of risk factors [26] ) investigating risk factors in UHR individuals as part of the primary or secondary study's aims; reported sufficient meta-analytical data to perform the statistical analyses. When data were not available, the corresponding author was contacted and invited to send additional information.
Selection criteria
Exclusion criteria were:
abstracts, pilot datasets and manuscripts in languages other than English; studies that did not employ internationally validated definitions for UHR; studies acknowledging that their datasets were completely included in other larger samples; Randomized Controlled Trials; studies that did not investigate risk factors in UHR samples as part of the primary or secondary study's aims; studies that could not provide meta-analytical data; studies addressing biomarkers of psychosis.
The literature search was summarized according to the PRISMA guidelines [27] .
Definition of risk factors
Because the ARMS predicts psychosis but not non-psychotic disorders [16] , we focused only on the association between risk factors for psychosis and the ARMS, compared to controls. According to the WHO, a risk factor is any attribute, characteristic or exposure of an individual that increases the likelihood of developing a disease or injury [28] . Therefore, in our case, a risk factor for psychosis should increase the likelihood of developing psychosis. Accordingly, the risk factors for psychosis considered in the present manuscript were identified on the basis of previous published evidence showing a significant association with established psychotic disorders (i.e. the 95% CIs of association measures should not include 1). A qualitative summary table of association measures for each risk factor considered in the current review was produced for descriptive purposes. Two additional methodological considerations relate to the nature and exposure to risk factors in UHR individuals. First, although risk factors can be either causal or correlational, pathophysiology of psychosis is unknown and there are no causal risk factors as such. Consequently, all the included risk factors are correlational. Second, exposure to risk factors was checked against a reference index, which was the time of the first UHR diagnosis. However, temporality is impossible to define with certainty in case-control or cross-sectional designs of later and antecedents risk factors. Therefore, it is possible that some of the later and antecedents risk factors may actually represent baseline characteristics of the UHR state. We included both genetic and environmental risk factors of psychosis. The environmental risk factors were clustered as previously described [29] [30] [31] [32] : sociodemographic and familiar risk factors, prenatal/perinatal risk factors, later risk factors and antecedents. Biomarkers (e.g. neurocognitive markers) were not included as exposure is undetermined and because these have been reviewed elsewhere [33, 34] .
Recorded variables
Data extraction was independently performed by two investigators (SDS, MT). To estimate the primary outcome variable, we extracted the number of cases and non-cases across UHR and comparison groups (controls, C). When this data was not available (e.g in case of continuous risk factors), we extracted the mean value and standard deviation (SD) of the risk factor of interest across cases and non-cases. To estimate the impact of potential confounders, we further collected the following variables: type of UHR psychometric instrument, age, sex, year of publication and quality of study. Quality assessment was performed with an adapted version of the Newcastle-Ottawa Scale (NOS) for the evaluation of non-randomized studies. This tool has been adopted in recent meta-analyses [35] .
Systematic review
The studies were systematically discussed across each risk factor domain as described above.
Meta-analysis
The primary purpose of the meta-analysis was to quantitatively determine if there was an association between genetic and/or environmental risk factors of psychosis and the UHR state. The main effect size measure was the odds ratio (OR), which was estimated through the number of cases and non-cases across UHR and healthy controls (HC). When raw counts of cases and noncases across UHR or HC were not available (e.g. continuous risk factors), we used the mean value and the SD of each risk factor in each group. These were transformed into OR with the method described by Hasselblad and Hedges [36] . Meta-analysis was performed with the ''metan'' [37] function in Stata. Heterogeneity among study point estimates was assessed using Q statistics with the proportion of the total variability in the effect size estimates being evaluated with the I 2 index [38] , which does not depend upon the number of studies included. As meta-analysis of observational studies is supposed to be characterized by significant heterogeneity, the DerSimonian and Laird random-effects models were used [37] . Publication biases were assessed with the ''metafunnel'' function of Stata which produced funnel plots for assessing small-study reporting bias in meta-analysis [39] and with the ''metatrim'' [40] function of Stata. In the case of more than two studies per group, we further performed the Egger test to estimate publication biases with the ''metabias'' function of Stata [41] . The impact of quality of studies (NOS) on meta-analytical estimates was assessed using meta-regression analyses with the ''metareg'' [42] function of Stata. The meta-regressions were conducted when at least 10 studies were available for each risk factor [43] . In the case of significant meta-analytical findings not affected by publication biases, sensitivity analyses were additionally conducted to investigate the robustness of the results. The influence of each single study on the overall meta-analytical estimates was investigated by omitting one study at a time, using Stata's user-written function, ''metaninf'' [44, 45] .
Results
Database
The initial literature search (PRISMA Fig. 1 ) uncovered 44 independent articles, comprising a total of 170 independent datasets that were grouped into 54 risk factors. There were 18 studies employing the CAARMS, 25 employing the SIPS/SOPS, one employing the BPRS and one employing the BSIP. The mean age of the patients and controls was 21.4 years and 21.9 years, respectively. With the exception of four studies using UHRÀ samples [46] [47] [48] [49] , all the other studies recruited healthy controls as comparison group. The type of risk factor, risk factor domain, sample size, type of UHR psychometric instrument are detailed in Table 1 . Independent evidence that each of these risk factors is significantly associated with an increased risk of psychosis is qualitatively summarized in the eTable 3.
Systematic review
Results of the systematic review are appended supplementary in the eResults section.
Meta-analysis
Study selection for the meta-analysis
There were not enough studies (i.e. less than 2 studies) to perform a meta-analysis of the following risk factors: gestational age < 37 weeks, birth weight < 2000 g, birth weight < 2500 g, breech presentation, cord knotted or around neck, incubator > 4 weeks, ethnic minorities, perceived ethnic discrimination, traumatic brain injuries, barbiturates use, ecstasy use, novelty seeking, harm avoidance, reward dependence, persistence, self-directness, cooperativeness, self-transcendence and family history of non-psychotic disorders (Table 2 ). For comprehensiveness, we reported the OR of these single studies along with their 95% CI.
3.3.2.
Environmental risk factors for psychosis in UHR samples 3.3.2.1. Prenatal/perinatal risk factors. There was meta-analytical evidence for a significant association between unspecified obstetric complications and the UHR state (OR = 3.06). No significant association was observed for maternal tobacco smoking, alcohol, aspecific drug use and caesarean delivery.
Later risk factors and antecedents.
There was metaanalytical evidence for a significant association between tobacco use and the UHR state (OR = 3.04). There was also metaanalytical evidence that the UHR individuals were less likely to use alcohol than controls (OR = 0.65) and more likely to be physically inactive (OR = 3.54). There was strong meta-analytical evidence that aspecific childhood trauma was associated with the UHR state (OR = 5.94) as well as childhood emotional abuse (OR = 5.84), childhood physical neglect (OR = 3.07) and high perceived stress (OR = 4.71). General childhood low functioning (OR = 6.1), early adolescent low functioning (OR = 5.7) and late adolescent low functioning (OR = 6.46) were strongly associated with the UHR state. Social deficits (OR = 9.71) and affective comorbidities (OR = 9.56) appeared strongly associated with the UHR state, but there were significant publication biases (see below).
There was no meta-analytical evidence that cannabis, cocaine, amphetamine, opiates, hallucinogens use, 1st or 2nd generation migrant status, childhood sexual abuse, childhood physical abuse, childhood emotional neglect, adverse life events, childhood bullying were associated with the UHR state.
Sociodemographic and familiar risk factors.
There was metaanalytical evidence that male gender (OR = 1.38), single status (OR = 1.64), unemployment (OR = 1.53) and low educational level (OR = 1.47) were associated with the UHR state. Conversely, there was no meta-analytical evidence that the UHR samples were more likely to be of black ethnicity or to have a low parental socioeconomic status.
Publication bias
There were indications of publication biases with respect to social deficits (Egger = 0.060) and presence of affective comorbidities (Egger = 0.018). The trim and fill method adjusted metaanalytical estimate for social deficits was non-significant 0.413 (95% CI 0.001-1.439), while it survived for affective comorbidities: 1.371 (95% CI 1.014-2.264). There were no publication biases for the other risk factors associated with the UHR state.
Quality assessment
Quality assessment with the NOS is appended in the supplementary eTable 4. Meta-regression analyses showed no impact of NOS on OR estimates of social deficits (b = À0.069, SE = 0.407, 95% CI À0.950-0.811, P = 0.867), affective comorbidities (b = 0.291, SE = 0.392, 95% CI À0.614-1.117, P = 0.479), male gender (b = 0.0818, SE = 0.101, 95% CI À0.127-0.292, P = 0.426), black ethnicity (b = 0.145, SE = 0.144, 95% CI À0.187-0.478, P = 0.342).
Sensitivity analyses
Sensitivity analyses of meta-analytical estimates uncovered no outliers and confirmed the robustness of the results.
Discussion
This is the first systematic review to comprehensively explore why UHR individuals have an enhanced vulnerability to psychosis compared to matched controls (RR = 460), by investigating the association between established genetic and environmental risk factors for psychosis and the UHR state. We found 44 studies and a total of 170 independent datasets investigating risk factors for psychosis in UHR individuals. There were no studies reporting on genetic risk factors for psychosis in UHR subjects that fulfilled our inclusion criteria. There was substantial research into sociodemographic risk factors for psychosis and to a lesser extent into later risk factors and antecedents, while data on prenatal/perinatal risk factors were relatively scarce. The meta-analysis indicated that UHR individuals were more likely to experience obstetric 
KSADS-E), cannabis (KSADS-E), alcohol (KSADS-E), cocaine (KSADS-E), amphetamines (KSADS-E), barbiturates (KSADS-E), opiates (KSADS-E), hallucinogens (KSADS-E), ecstasy (KSADS-E)
101 59 complications, use tobacco, have physical inactivity, childhood trauma/emotional abuse/physical neglect, high perceived stress, childhood and adolescent low functioning, affective comorbidities, be of male gender, single status, unemployment and have low educational level as compared to controls. First, our systematic review uncovered no studies investigating the association of genetic risk factors of psychosis and the UHR state. This is surprising, given that the genetic and deterioration syndrome (GRD) subgroup is one of the three core inclusion criteria defining an UHR state [23] . However, the lack of research for prominent genetic risk factors in UHR samples is in line with recent evidence suggesting that in UHR subjects trait risk factors are of less clinical relevance than state risk factors. For example, a recent meta-analysis has shown that the GRD subgroup is not actually indexing an enhanced vulnerability for psychosis, with only modest transitions risks of 5% at 3 years follow-up that were comparable to the control group [3] . The GRD construct also lacks epidemiological validation (prevalence for the APS and BLIPS subgroups but not GRD has been reported in the general population [50] ). Research into genetic risk factors of psychosis in this field may be further hindered by small statistical power associated with the low frequency of the GRD subgroup, which accounts for only 5% of the UHR cases at intake [3] . Conversely, the BLIPS subgroup expressing extreme state risk factors (as opposed to genetic trait factors characterizing the GRD) for psychosis [51] displays a distinctive prognosis with higher transition risks (e.g. 39% vs 19% at 24 months) compared to the APS and GRD subgroups [3] . On the basis of the available evidence, it is therefore possible to conclude that UHR samples have an increased vulnerability for psychosis mostly because of state risk factors that are associated with environmental exposures, the role of genetic (and epigenetic) risk factors awaiting elucidation.
Second, our systematic review, refined by quantitative synthesis, has identified a set of specific risk factors for psychosis that may be associated with an increased vulnerability in UHR individuals. For example, although research into prenatal/perinatal risk factors among UHR subjects is still in its infancy, we found that UHR individuals were more likely to have had general obstetric complications as compared to controls (OR = 3.06). Perinatal insults have been consistently associated with psychotic disorders (eTable 3); they may impact brain developmental processes including neurogenesis, neuronal proliferation and migration, synaptogenesis, gliogenesis and subcortical myelination, and may represent the first-wave hits for the onset and progression of psychosis (see Fig. 2 below here [52] ). Although the most compelling potential interventions to prevent psychosis currently address the UHR state, which usually identify subjects in the 2 years preceding a first episode of psychosis, perinatal preventative treatments are on the horizon. For example, perinatal dietary supplementation with phosphatidylcholine in healthy pregnant women, starting in the second trimester, ameliorates electrophysiological biomarkers of psychosis in infants at 13 weeks [53] . Our review further showed that second-wave hits occurring during childhood and adolescence of UHR samples were relatively more investigated, including traumatic events (childhood trauma/ emotional abuse/physical neglect, high perceived stress) and low childhood and adolescent functioning (general childhood, early and late adolescent low functioning). All of these factors have been consistently associated with an increased risk of psychotic disorders (eTable 3). The magnitude of association between traumatic events and the UHR was strong, with meta-analytical ORs of up to 5.9 (Table 2) . A previous meta-analysis investigating the prevalence of childhood trauma in UHR individuals confirmed a high mean prevalence rate of 86.8% (95% CI 77%-93%) [54] . Traumatic events are thus highly prevalent and strongly associated with the UHR state as compared to controls, impacting on the severity of attenuated psychotic symptoms [55] . A recent study showed that traumatic events additionally impact the functional level of UHR subjects [56] . In line with this finding, we found that UHR individuals were more likely to be functionally Table 2 Meta-analytical evidence for the association of environmental risk factors for psychosis and the UHR state. When a single study per group is available, the individual effect size is reported for descriptive purposes. There was no assumption that these risk factors were of causal nature or that they all are independent from each other. impaired during their early and late adolescence. The magnitude of the effect size was the strongest across all risk factors examined in our analysis (5.7 to 6.4, see Table 2 ). The finding of an impaired functional level in the UHR state is not novel and it is an established marker of the condition as well of its longitudinal course [57] . The current review adds on these previous findings by showing that an early functional impairment during adolescence may represent a consistent second-wave hit for the constitution of an UHR state, in line with studies showing that functional impairment can precede psychosis by about 15 years [58] . Traumatic events and low adolescent functioning may be clinically associated with the development of affective dysregulation and mood comorbidities. Indeed, we confirmed the previous prevalence finding of high rates of depressive and anxiety disorders in UHR subjects [59] . These findings are in line with the theory of an affective pathway to psychosis after exposure to traumatic events, with mood symptoms as a main connective component [60] . From a psychopathological perspective, affective dysregulation lies at the heart of psychosis onset and may be associated with the neurobiological alterations observed in UHR individuals [61] . In contrast, we found no convincing evidence that the UHR state was associated with illicit substance use. UHR subjects were more likely to use tobacco and less likely to use alcohol than controls. The impact of tobacco use as a risk factor for psychosis is an emerging theme (as it is physical inactivity) [62] and it is less established than other traditional risk factors [63] (eTable 3). Our systematic review found no evidence that UHR subjects were more likely to use cannabis than controls, in line with studies indicating that cannabis use or cannabis use disorders are not related to more severe attenuated positive psychotic symptoms at baseline [64] . There is specific evidence that the lack of association between cannabis misuse and transition to psychosis in UHR samples might be confounded by alcohol use [64] . Owing to the observed interaction between alcohol and cannabis abuse and to small to medium sample size of these meta-analyses, these findings should be interpreted cautiously and further research on these risk factors is needed.
Among sociodemographic and familial risk factors, we found that UHR individuals were more likely to be male than controls. Male gender has been consistently associated with an increased risk of psychosis [12] (eTable 3). Within the UHR population, it has been reported that males are more likely to have poorer baseline functioning [65] and that poorer baseline functioning predicts later transitions in males [66] . The male gender has also been associated with a prolonged duration of untreated UHR symptoms [67] , which in turn is associated with higher risk of transition [68] . Additional evidence linking male gender and vulnerability to psychosis in UHR samples comes from meta-analyses suggesting that changes in the proportion of males accessing UHR services may contribute to the declining transition risks observed over the recent years [69] . We further found that UHR individuals were more likely to be single, unemployed and with low educational levels as compared to controls, all established risk factors for psychosis (eTable 3). Marital status is a significant protective factor for health related outcomes in several physical conditions (including severe disorders such cancer) [70] , and single status has been specifically associated with an increased risk of psychosis [71] and with social dysfunction in schizophrenic patients [72] . Similarly, unemployed status and low educational level have been shown to be associated with an increased risk of psychosis, in particular in males [71] . There is also specific evidence for unemployment to predict psychosis onset within UHR samples [73] . Overall, these results suggest a potential pathological association between negative social factors and an increased vulnerability to psychosis. These negative social factors are also likely to reflect the impact of accumulating traumatic events in UHR individuals, which in turn Fig. 2 . Putative model of the onset and progression of psychosis in relation to risk factors and developmental processes affected by the disorder. The diagnosis of psychosis, which operationally corresponds to the first episode of psychosis, is usually made in young adults. Diagnosis generally follows an UHR phase in which attenuated psychotic symptoms, functional impairment and help-seeking behavior are apparent. Once diagnosed, psychosis follows a fluctuating course punctuated by acute exacerbation of psychotic crises superimposed upon a background of poorly controlled negative, neurocognitive and social cognitive symptoms. Many environmental risk factors have been incriminated during both the perinatal (first wave) period and during adolescence (second wave), on top of baseline genetic load. Throughout the disorder, additional adverse environmental events can trigger crises (booster hits). The pink boxes represent the putative risk factors for psychosis associated with an UHR state as identified by our systematic review and meta-analysis. There was no assumption that these risk factors were of causal nature or that they all are independent from each other. Furthermore, certain second-wave hits may actually represent outcomes of first-wave hits (blue arrows). Adapted from [52] . may lead to mood dysregulation and affective comorbidities, as tentatively illustrated in Fig. 2 .
These assumptions, however, remain speculative, as our study is not designed to investigate causal interactions between different environmental risk factors for psychosis. As we have acknowledged for the definition of risk factors, association does not necessarily imply causation and because the pathophysiology of psychosis is unknown, there are no causal risk factors for psychosis as such. Temporality is also impossible to define with certainty in case-control or cross-sectional designs but they have the advantage of examining remote exposures and have been used in previous meta-analyses of risk factors for medical conditions [74] . The evidence that each risk factor considered in the current meta-analysis is actually increasing the likelihood of psychosis is therefore based on previous evidence published in patients with a frank psychotic disorder (eTable 3). Furthermore, large-scale prospective cohort studies of epidemiological validity are not feasible in this field because UHR samples are defined not only by the UHR criteria but also by heterogeneous and idiosyncratic recruitment procedures that are not easily replicable [75] . At the same time, the use of UHR instruments in other non help-seeking samples in the general population is not informative, yielding minimal transition risks that are likely to reflect a different underlying composition of risk factors for psychosis [2] . Another limitation is that our review focused only on well-known risk factors associated with psychosis. Therefore, we cannot exclude that there may be additional different risk factors that are specifically associated with an ARMS but not with established psychosis. It is also possible that the risk factors for psychosis identified at the univariate meta-analysis may not be all independent and that some of them may actually interact. Multivariable analyses in this database were not possible because the data were too sparse. Also, because of the lack of specific data, we were unable to address if environmental risk factors for psychosis differed across UHR subgroups (i.e. BLIPS vs GRD vs APS) or across UHR instruments (i.e. CAARMS vs SIPS). Similarly, it is important to acknowledge that some of the negative findings should be interpreted cautiously, because the power of some meta-analyses (e.g. migration status and bullying) was rather limited. In addition, our primary aim was to deconstruct the enhanced vulnerability to psychosis of UHR individuals (RR = 460), compared to matched controls. Consequently, we did not specifically investigate the association between potential risk factors and the onset of psychosis within UHR samples. Reviewing predictors of psychosis within UHR samples would require a different methodological approach focused on predictive models, which has been explored in a recent independent study from our group [76] .
Conclusion
The increased vulnerability of UHR subjects for psychosis can be attributed to diverse environmental risk factors. Conversely, the relevance of genetic (and epigenetic) risk factors for UHR subject conversion to psychosis remains to be elucidated. UHR subjects are more likely to show obstetric complications during the prenatal/ perinatal period. During childhood or adolescence, traumatic events coupled with high-perceived stress may result in affective dysregulation, low adolescent functioning and significant affective comorbidities. Sociodemographic risk factors such as male gender, single status, unemployment and low educational level may further accumulate in UHR individuals, accounting for their enhanced risk of developing psychosis. These findings provide a framework for further study of the possible relationship between risk factors and UHR.
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